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Dear Editors,

Lichen planus (LP) is a chronic inflammatory disease affecting the skin and/or mucous
membranes. Although LP is primarily a T-cell-mediated disease, various autoantibodies,
including those against BP180/type XVII collagen and desmogleins (DSGs), have been
detected in some patients, especially those with the erosive form of oral LP (OLP) [1-3].
We report a case of OLP with low-titer autoantibodies to BP180 and DSG3.

A 29-year-old Japanese man presented with painful oral mucosal lesions that had
persisted for several months. He was a non-smoker with no history of medication use or
recent dental treatment. Physical examination revealed erosions and white reticular
lesions on the bilateral buccal mucosa and tongue (Figure 1A). A biopsy specimen from
the right buccal mucosa showed thickened epithelium, serrated rete ridges, intraepithelial
and subepithelial band-like lymphocytic infiltrate, vacuolization of the basal layer, and
Civatte bodies (Figure 1B). Acantholysis or subepithelial blistering was not observed. The
results of routine laboratory tests were unremarkable, and serum anti-hepatitis C virus
antibodies were negative. Low titers of serum IgG antibodies to BP180 NC16a (7.7 U/mL;
cutoff value, <9.0 U/mL) and DSG3 (4.3 U/mL; cutoff value, <20.0 U/mL), but not DSG1
(<3 U/mL), were detected by chemiluminescent enzyme immunoassay. Direct
immunofluorescence showed no deposition of IgG, IgA, or C3. Similarly, indirect
immunofluorescence did not detect IgG or IgA deposition. Computed tomography
did not reveal any signs of malignancy. The diagnosis of OLP was made, and topical
tacrolimus therapy was started. The oral mucosal lesions improved within 4 months of
treatment initiation. The autoantibody titers did not change significantly 8 months after
diagnosis (Figure 1C).

Anti-BP180, anti-DSG1, and anti-DSG3 autoantibodies have been detected in some OLP
patients [1-3]. In most studies, these autoantibodies were present at low titers or were non-
pathogenic [1-3]. This suggests that these autoantibodies are generated secondary to T-cell-
mediated damage of keratinocytes, leading to the release of autoantigens.

The target antigens recognized by pathogenic cytotoxic T cells remain unidentified in
the majority of LP cases. However, several studies have identified BP180- and/or DSG3-
reactive T cells in the peripheral blood of LP patients [4]. These autoreactive T cells were
IFN-y-producing type 1 cells and/or IL-17A-producing type 17 cells [4]. The T-cell
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FIGURE 1

(A) Clinical presentation. Erosions and white reticular lesions on the buccal mucosa and tongue. (B) Histopathological findings of the buccal
mucosal lesion. Thickened epithelium, serrated rete ridges, intraepithelial and band-like subepithelial lymphocytic infiltrate, vacuolization of the
basal layer, and Civatte bodies (hematoxylin-eosin, original magnification x200). (C) The autoantibody titers at diagnosis and 4 and 8 months after
diagnosis. (D, E) Immunostaining of the infiltrates with anti-T-bet (D) and anti-GATA3 (E) antibodies (original magnification x400).

Published by Frontiers

Journal of Cutaneous Immunology and Allergy 02 Japanese Society for Cutaneous Immunology and Allergy


https://doi.org/10.3389/jcia.2024.13676

Sato et al.

infiltrates in LP lesions predominantly consist of T-bet” type
1 cells, whereas those in autoimmune blistering diseases (bullous
pemphigoid and pemphigus vulgaris) are mainly GATA3" type
2 cells [4, 5]. Interestingly, patients with LP pemphigoides, which is
characterized by LP-like lesions associated with subepidermal
blistering, linear IgG and C3 deposition along the basement
membrane zone, and IgG autoantibodies to BP180 NCl6a, had
both type 1 and type 2 BP180-reactive T cells in the peripheral blood
and GATA3"-cell-dominant T-cell infiltrates [4]. In our case, the
infiltrates were also dominated by GATA3" type 2 cells, which may
explain the generation of autoantibodies (Figures 1D, E).

As autoantibodies against DSG1, DSG3, and BP180 can be
detected in some OLP patients, the diagnosis should be based on
a comprehensive assessment, including histopathology and
immunofluorescence. Although it remains unclear whether
these molecules are the primary target antigens for cytotoxic
T cells and whether these patients have a potential risk for
developing autoimmune blistering diseases due to epitope
spreading over time, careful follow-up is essential.
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